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MICROBE-RESISTANT MEDICAL DEVICE, MICROBE-RESISTANT 
POLYMERIC COATING AND METHODS FOR PRODUCING SAME 

FIELD OF THE INVENTION 

The present invention relates to coated microbe resistant medical devices that 
are for internal or external use with humans or animals, and methods of making these medical 
devices. 

CROSS-REFERENCE TO RELATED APPLICATIONS 

This application is related to and claims the benefit of the filing date of U.S. 
provisional application No. 60/336,755 filed Dec. 3, 2001, which is incorporated herein by 
reference. 

BACKGROUND OF THE INVENTION 

Medical devices used for patient treatment can be a source of microbial 

(bacterial or fungal) infection in such patients. For example, insertion or implantation of a 
catheter into a patient can introduce microbes and/or, when left in place for prolonged periods 
of time, permit the introduction of microbes during long-term exposure of the catheter exit 
site to the environment In addition, long-term catheter use often produces a biofilm on the 
catheter surface, which facilitates the development of infection that can cause patient 
discomfort and compromise patient health. 

Microbial infection may be prevented by bonding an antimicrobial agent to a 
medical device. For example, U.S. Patent No. 5,476,509 describes a catheter having a 
polymeric coating that has an antibiotic agent covalently or ionically bound thereto. 
Similarly, U.S. Patent No. 5,798,115 describes a catheter having a polymer coating that has 
an antibiotic covalently bound to the polymer backbone. Bacteria kept in contact with these 
catheters for prolonged periods of time may be killed. However, these catheters are not 
effective at killing bacteria introduced into the body during insertion of the catheter. Because 
the antibiotic is attached to the catheter, the bacteria are able to migrate away from the 
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catheter to avoid the antibiotic effect 

An antimicrobial catheter that is coated with a matrix-forming polymer in 
which an antibiotic agent is incorporated in the polymer coating is described in U.S. Patent 
No. 5,019,096. Because the antibiotic is not covalently bound to the polymer, it is able to 
diffuse away from the catheter to attack organisms in the surrounding area. 

However, the incorporation of antimicrobial agents into medical device 
coatings via insoluble particles (i.e., particles that are not soluble in the solvents used to coat 
the medical device) has produced unsatisfactory results, especially when dip or spray coating 
techniques are used to coat medical devices. For example, the insoluble antimicrobial 
particles tend to settle out from the solution used during coating. When particles settle from 
the solution, the concentration of the antimicrobial particles in the resulting coating is 
reduced over time during manufacturing, thereby reducing the manufacturer's ability to 
control me antimicrobial agent concentration on the device. 

In addition, the antimicrobial particles can agglomerate in the coating solution 
into larger particles (from sizes of less than 4 microns to sizes from 10 to 100 microns or 
more). This can produce particles that are large enough to be felt on the surface of a coated 
device, and, if large enough, these agglomerated particles can produce patient discomfort. 
For example, particles larger than about 50 microns can usually be felt by a patient upon 
insertion of a Foley catheter into the urethra. 

Particles smaller than 50 microns can also create problems. Although smaller 
particles in the range of 10 to 50 microns are not readily felt by patients, microscopic 
examination reveals that these particles produce coating surfaces that are bumpy or micro- 
rough. A micro-rough surface has a higher surface area than a smooth coated surface and this 
tends to increase the attachment of bacteria and other microorganisms. The increased surface 
area for microbial attachment and increased tissue irritation due to a rough catheter surface 
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significantly reduces the ability of the antimicrobial coating to fight infection. Thus, there is 
a need for negating the potentially adverse effects that insoluble antimicrobial particle 
agglomeration can have on the performance of a coated medical device. 

- The problems associated with insoluble antimicrobial particles are especially 
relevant to antimicrobial coatings applied to catheters and, in particular, to Foley catheters. 

SUMMARY OF THE INVENTION 

To counteract the problems associated with incorporation of one or more types 

of antimicrobial particles into medical device coatings, this invention provides microbe- 
resistant medical devices and methods of making these medical devices. 

In a first aspect, the present invention provides a microbe-resistant medical 
device. A base coat is applied to at least a portion of a surface of the "device. The base coat' 
can be any polymeric material that is capable of being coated onto a medical device. 

That base coat includes one or more types of antimicrobial particles that are 
held in the base coat The particles may be insoluble antimicrobial particles that are capable 
of releasing an agent capable of inducing microbial stasis or exhibiting microbicidal effect 
when the coating comes in contact with aqueous fluid "Insoluble" refers to me inability of 
these antimicrobial particles to be dissolved in the solvent systems used with the invention. 

A polymeric over coat is applied over at least a portion of the base coat The 
over coat may be an organic soluble polymer, a water soluble polymer, a hydrogel or any 
other polymer capable of being coated onto a medical device. The polymer of the over coat 
is dissolvable in a solvent that does not dissolve the polymeric base coat during the over 
coating process. Consequently, the over coat remains substantially tree of the antimicrobial 
particles. This provides increased patient comfort by avoiding the problems discussed above 
associated with agglomeration of the antimicrobial particles and with bumpy or micro-rough 
coating surfaces. 
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In a second aspect, the present invention provides a microbe-resistant 
polymeric coating. This coating has a polymeric base coat with one or more types of 
antirnicrobial particles. A polymeric over coat is applied over at least a portion of the base 
coat and remains substantially free of the antirnicrobial particles by not dissolving the base 
coat during the over coating process. 

In a third aspect, the present invention provides a method of preparing a 
microbe-resistant medical device. According to this method, a medical device is provided. A 
first polymer is dissolved in a first polymer solution. jOne or more types of antimicrobial 
particles are dispersed in the first polymer solution to form a first coating solution. The first 
coating solution is applied to at least a portion of the medical device to form a base coat 
Hiis application may be by either spray or dip coating. Then, a second polymer is dissolved 
in a second solvent system to form a second coating solution. This second solvent system 
does not dissolve the base coat within the normal exposure time during application of the 
over coat to the medical device. The second coating is applied to cover at least a portion of 
the base coat to form an over coat that remains substantially free of the antimicrobial 
: particles. Again, this applicationmay.be by either spray or dip coating. . , 

In a fourth aspect, the present invention provides a method of over coating a 
microbe-resistant medical device. According to this method, a microbe resistant medical 
device (i.e., a device at least partially surrounded by a polymeric base coat having one or 
more types of antimicrobial particles disposed in the base coat) is provided. Then, an over 
coat polymer is dissolved in a solvent system that does not dissolve the base coat during 
application of the over coat to the medical device. The over coat polymer is applied to cover 
at least a portion of the microbe-resistant medical device. The over coat is substantially free 
of the antimicrobial particles. The base coat is not dissolved during application of the over 
coat 
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Medical devices formed as described above exhibit reduced micro-roughness 
because the antimicrobial particles are not exposed where the over coat covers them. In 
addition, the over coat can provide lubricity and patient comfort, as well as control of the 
release of the antimicrobial agents. 

DETAILED DESCRIPTION OF THE INVENTION 

Hie microbe-resistant medical devices of the present invention include a base 

coat having one or more types of antimicrobial particles and an over coat provided over at 
least a portion of the base coat 

Medical devices are any article that contacts patients or are used in health care, 
and may be for use either internally or externally. The medical devices can be made from a 
variety of natural or synthetic materials^such as, for example, latex, polystyrene, polyester, 
polyvinylchloride, polyurethane, ABS polymers, polyamide, polyimide, polycarbonate, 
polyacrylates, polyethylene, polypropylene, synthetic rubber, stainless steel, ceramics such as 
aluminum oxide and glass, and silicone. 

Illustrative, non-limiting, examples include cannulae, catheters, condoms, 
contact lenses, endotracheal and gastroenteric feeding tubes as well as other tubes, grafts, 
guide wires, implant devices, IUDs, medical gloves, oxygenator and kidney membranes, 
pacemaker leads, peristaltic pump chambers, shunts, stents and sutures. 

Hie antimicrobial particles can be any substance that releases an agent that is 
capable of inducing microbial stasis or exhibiting microbicidal effect when present in an 
effective amount Methods of determining microbial stasis or microbicidal effect are known 
in the art and include, for example, measuring the minimum inhibitory concentration of 
coated catheter extracts, zone of inhibition testing, and bacterial adherence testing, using 
known clinical pathogens for all tests. 

Hie antimicrobial particles can be metals and metal salts, oxides and 
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complexes having oligodynamic properties, such as aluminum, antimony, bismuth, cerium, 
copper, gold, iridium, magnesium, mercury, palladium, platinum, silver, tin and zinc and their 
salts, oxides, complexes and mixtures thereof. The antimicrobial particles may be the same 
substance (e.g., silver zeolite) or may be different (e.g., a mixture of silver zeolite and silver 
iodide). The particles may have average particle sizes of up to about 100 microns. 
Preferably, the antimicrobial particles have average particle sizes of less than about 10 
microns and most preferably less than about 4 microns. 

For example, the antimicrobial particles include, but are not limited to: copper 
and its salts, such as copper acetate, copper chloride, copper bromide, copper chlorate, copper 
perchlorate, copper nitrite and copper nitrate, copper sulfate, and other copper salts and 
complexes; and silver and its salts, such as silver acetate, silver benzoate, silver chloride, 
silver carbonate, silver iodate, silver iodide, silver lactate, silver laurate, silver oxide, silver 
palmitate, silver protein, silver sulfadiazine, silver chloride/titanium dioxide complexes; 
silver zeolite, and other silver salts and complexes. Other non-copper and non-silver 
containing antimicrobial particles also may be used. 

- In some embodiments, the antinncromal particles my have an average . . 
particle size greater than 50 microns. Although it is generally preferred to have antimicrobial 
particles with average particle sizes less than about 4 microns, in some circumstances it may 
be advantageous to incorporate such larger antimicrobial particles into the base coat By 
usin g an over coat, enhanced patient comfort is provided while still allowing the use of such 
larger antimicrobial particles. 

The base coat can be any polymer that is capable of being coated on to the 
surface of the medical device and also is capable of incorporating the antimicrobial particles. 
Base coat polymers include organic soluble polymers, water soluble polymers and hydrogels. 
Illustrative examples of polymers for the base coat are polyurethane, polyurea, 
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polyurethaneurea, acrylic copolymers, combinations thereof, and/or block co-polymers 
derived therefrom Examples of polyurethane base coats are described in U.S. Patent Nos. 
3,822,238; 3,975,350; 4,156,066; 4,156,067; 4,255,550; 4,359,558; 4,729,914; 4,789,720 and 
4,810,543 .which are incorporated herein. 

The base coat may be applied by dip coating onto the medical device. 
Polymers that are hard to coat (i.e., polyethylene, polypropylene and polytetrafluoroethylene) 
may also be used with the present invention. The polymer base coat can be coated as a 
preformed polymer or it can result from the polymerization of monomers on the surface of 
the medical device. 

The over coat is also a polymer and is applied over at least a portion of the 
antimicrobial particle containing basecoat. The over coat may be any organic soluble 
polymer, water soluble polymer, hydrogel or any other polymer capable of being coated onto 
a medical device. Acceptable polymers include the following polymeric materials: 

. polyurethane, polyurethaneurea, polyvinylpyrrolidone, polyethylene oxide, polyacrylic acid, 
hydroxyethylmethacrylate, carboxymethyl cellulose, polyvinyl alcohol, polyacrylamide, 

- dextran and other polysaccharides, starches, guar, xantham and other gums and thickeners, . 
collagen, gelatins and other biological polymers. Nearly any hydrophilic polymer that can be 
dissolved in solvents can be used for the over coat. 

The hydrogels preferably exhibit about 25% by weight to about 500%, more 
preferably exhibit about 50% by weight to about 200%, and most preferably exhibit from 
about 75% by weight to about 150% by weight water uptake. Hie hydrogels may be derived 
from water-soluble polymers including, but not limited to, poly(ethylene oxide), 
polyethylene glycol), poly(vinyl alcohol), polyvinylpyrrolidone, poly(ethyloxazoline), 
polyamino acids, pseudopolyamino acids, as well as mixtures of these with each other or 
other water-soluble polymers. 
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These water-soluble hydrogel polymers can be complexed with, covalently 
bound to or copolymerized with a second polymer, for example, a polyurethane, a polyurea 
or a polyurethaneurea, as well as mixtures of these with each other or with other polymers. 
The second polymer can be added as a preformed polymer, or it can result from monomers 
polymerized in the presence of the water-soluble polymer. The polymerization reaction can 
take place before or after coating the substrate. 

In addition, the over coat polymer - like the base coat polymer - is permeable 
or semi-permeable to the agent(s) released from the antimicrobial particles. To provide 
microbial resistance, the antimicrobial particles release their antimicrobial agents into the 
surrounding fluid or tissue. 

Further, the over coat polymer is chosen such that during the coating process 
the over coating polymer is capable of dissolving in a solvent system that is not capable of 
dissolving the base coat during the normal course of coating application. For example, the 
base coat may be a polyurethane resin that is not soluble in alcohol and the over coat can be 
polyvmylpyrrolidone, an alcohol soluble polymer. 

- ARhough the base coat does not dissolve in the over coat solvent system 
during dipping, it should swell sufficiently to form an mterpenetrating network between the 
base coat and the over coat This provides coating adherence. However, the base coat should 
not dissolve or release any significant amounts of the antimicrobial particles into the over 
coat Antimicrobial particles, if present in the over coat, should not compromise patient 
comfort by causing a bumpy or micro-rough device surface. Eliminating, or at least 
reducing, leaching of the antimicrobial particles into the over coat solution also eases 
manufacture as discussed below. 

As would be understood by one of skill in the art, solvent systems for use with 
the base coat or the over coat include any organic or inorganic solvents, water-based solvents 
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or combinations of these that are capable of dissolving these polymers at appropriate 
processing conditions. Non-limiting examples of solvents include acetone, acetonitrile, 
aniline, benzene, butanol, carbonmsulfide, carbontetrachloride, chloroform, cyclohexane, 
dimethylacetamide, cumethylsulfoxide, dfaethylformamide, dioxane, ethanol, ethyl acetate, 
ethylene glycol, hexane, isopropyl alcohol, methanol, methylene bromide, methylene 
chloride, methyl ethyl ketone, nitroethane, pyridine, tetrahydrofuran, tetralin, toluene, 
trichloroethylene and water. 

Medical devices according to the present invention are manufactured by 
applying a polymeric base coat to the device that includes antimicrobial particles and then 
applying an over coat on the device with a polymer chosen so that it is dissolvable in a 
solvent that does not dissolve the base coat during the solution coating process. 

The base coat is applied by methods known in the art, including dip coating 
and spray coating. Typically, these methods involve the dissolution of a polymer in a solvent 
system, dispersing antimicrobial particles into the resulting polymer solution, and then 
dipping or spraying of that polymer solution onto the medical device. Then, the base coated 
medical device is allowed to dry, either at room temperature or at a controlled temperature or 
both. 

Previously, it has been problematic to apply an over coat onto such base 
coated medical devices. In particular, when dip coating a series of medical devices, if the 
base coat dissolves even slightly while being coated with the overcoating, the antimicrobial 
particles could accumulate in the over coat If this happens, the antimicrobial particles would 
then begin to collect in the over coat solution, causing the antimicrobial particle concentration 
to increase in the over coating as a function of the number of devices dipped. Also, 
antimicrobial particles extracted into the over coat solution could agglomerate into larger 
particles in the over coat and cause micro-roughness. As a consequence, the over coating 
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solution must be changed more frequently when the base coat dissolves into the over coat 
solution. Accordingly, the present invention reduces manufacturing costs and eases 
manufacture by avoiding these problems. 

. Moreover, if the polymer base coat dissolves during dip coating (i.e., goes into 
the over coat solution) the properties of the over coat could adversely be affected. For 
example, if the base coat is not lubricious when wet, it could reduce the lubricity of a wet- 
lubricious over coat as its concentration in the over coat increases with the number of base- 
coated medical devices dipped into the over coat solution. 

To address these problems, the over coating is applied by solution coating 
over the base coat, and the polymer for the overcoat is selected so that it is capable of 
dissolving in a solvent that does not dissolve the base coat during the solution coating 
process. As with the base coat, once the medical device is coated with the over coat, it is 
allowed to dry. Again, the over coat may be applied by dip coating or spray coating, as 
.described above. The base coat does not dissolve during the coating process because of 
exposure to the over coat solvent 

; ■ - . For example, a polyurethane that will not dissolve in a solvent system . 
containing more than 50% denatured ethanol is used for the base coat An over coat is 
formed by a very hydrophilic polyurethane that is capable of dissolving in a solvent system 
containing 85% denatured ethanol. In this embodiment, the over coat is dissolved in a 
solvent system containing enough of the nonsolvent, ethanol, for the base coat that it does not 
dissolve the base coat when over coating is performed. 

When hydrophilic polymers are used for the over coat, the overcoated 
antimicrobial medical devices provide increased surface lubricity and decreased surface area 
(as compared to the base coat) of the medical device. Consequently, increased patient 
comfort, decreased tissue irritation, and increased antimicrobial effectiveness are achieved 
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In addition, the over coat permits the .use of stronger, less hydrophilic base coat materials 
than previously permitted where a lubricious device surface is desired. Further, the rate of 
release of an antimicrobial agent can be modified or controlled by selection of the polymers 
for both the base and over coats. 

Using an over coat with the antimicrobial particle containing base coat reduces 
concerns about the surface roughness of the base coat Consequently, high concentrations of 
the antimicrobial particles are present in the base coat in some embodiments. Any 
concentration of the antimicrobial particles may be used in the base coat as long as there is 
sufficient polymer in the base coat to hold the particles in place. For example, the base coat 
can be provided with antimicrobial particles at concentrations of up to about 75 weight %, 
more preferably of up to about 50 weight %, and most preferably between about 30 and about . 
50 weight %. 

3h some embodiments, more than one over coat and one base coat may be 
provided on the medical device. For example, a medical device can be provided with two 
over coat layers. In one such embodiment, a catheter may be provided with a first polymeric 
over coat designed to control the rate of release of the antimicrobial agent from the base coat, 
and then may be provided with a second polymeric over coat designed to maximize patient 
comfort hi addition, the first polymeric over coat may be designed to compatibilize the base 
coat with the second polymeric over coat. This may be advantageous when the base coat and 
the second polymeric over coat cannot be sufficiently adhered to one another without an 
intermediate first polymer over coat 

In other embodiments, a medical device may be provided with two base coats. 
This may permit for example, the use of two different antimicrobial particles in the two base 
coats, when these antimicrobial particles cannot be used in a single base coat. A first one of 
the base layers may have one type of metallic antimicrobial particle, and a second one of the 
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base layers may have a different type, of metallic antimicrobial particle. When these two 
types of metallic antimicrobial particles are placed in an electrically conducting fluid (e.g., 
within various bodily fluids), a galvanic cell is created. One metallic antimicrobial particle 
acts as an .anode. The second metallic antimicrobial particle acts as a cathode to drive the 
electrochemical cell. For example, if copper-based particles are used in one base layer and 
silver-based particles are used in another, the copper-based particles will act as the anode, 
releasing Cu + ions into the electrolyte. The more noble of the metals, silver, acts as the 
cathode, which does not ionize. Advantageously, such an arrangement forces Cu + ions into 
the surrounding environment at a greater rate than if only one type of metallic antimicrobial 
particles was used. Accordingly, this is another way to alter or control the release rate of 
anthnicrobial agent from the medical device. 

Various therapeutic agents may be incorporated into the above-described 
medical devices. A catheter can be provided with one or more additional therapeutic agents. 
For example, liquid or solid, soluble antimicrobial agents, antibiotics or anticoagulants, alone 
or in combination, may be incorporated within the over coat or the base coat In addition, 
fillers, -extenders, melt flow additives, dry flow additives, pigments and other additives may 
also be used to enhance specific physical properties, aesthetics, durability or other attributes 
of the medical devices. 

The following example is presented to illustrate the present invention, but is in 
no way to be construed as limiting the scope of the invention. It will be recognized by those 
skilled in the art that numerous changes and substitutions may be made without departing 
from the spirit of the invention. Accordingly, it will be understood that the invention is not to 
be limited to the embodiments disclosed herein, but is to be understood from the following 
claims, which are to be interpreted as broadly as allowed under the law. 
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EXAMPLE 1 

A base coat is prepared as follows. A solvent system is formed by mixing 
56.25% tetrahydrofuran (THF), 25% methylene bromide and 18.75% denatured ethanol. A 
polyurethane resin (commercially available from CardioTech International of Woburn, 
Massachusetts under the tradename HMBU) is dissolved into tjie solvent system at a 
concentration of 3.6% of the total solution weight 

Silver zeolite particles (commercially available from Applied Surface 
Technology, Inc. of Louisville, Kentucky under theiradename AGION**) are dispersed for a 
total of 44 minutes into the base coat solution at a concentration of 40% of the dry coating 
weight (combined weights of HMBU and AGION®). 

The base coat solution is maintained at a temr^rarure of about 23°C and 
applied to a 16 Fr Foley urinary catheter (commercially available from C JL Bard, Inc. under 
the tradename B ARDEX) by dipping into the coating solution at a controlled speed of 40 
inches per minute (ipm), allowed to dwell in solution for 10 seconds and withdrawn from the 
solution at a speed of 17 ipm 

A second polyurethane (commercially available from CardioTech under the 
tradename HydroMed D6740™) is dissolved in a solvent system of 15% THF and 85% 
denatured ethanol at a temperature of about 40°C, cooled, and maintained at a temperature of 
about 25°C to keep the HydroMed D6/40™ in solution. The base coated catheter is then 
overcoated by dip coating at a speed of 40 ipm into the solution, with no dwell in solution, 
and is withdrawn at a speed of 17 ipm to apply the over coat 

The over coat solution produces swelling of the base coat sufficient for coating 
adhesion, but does not dissolve or attack the base coat The overcoated catheter has reduced 
micro-roughness compared to non-overcoated catheters, and has a smooth and wet-lubricious 
coating on both the inner and outer surfaces of the catheter. 
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Upon contact with aqueous fluids, catheters coated as described above absorb 
moisture and become lubricious, or slippery, to the touch. The degree of lubricity of the 
coating may be measured by a test of Coefficient of Friction (COF). 

The catheter prepared as described in Example 1 was tested for COF. A pair 
of catheters were positioned about 2 inches apart parallel to each other in a trough of water 
and a 400 g stainless steel sled wrapped with a cellulose membrane was pulled down the shaft 
of the catheter parallel to the length of the catheter from the funnel end towards the tip. The 
force required to pull the sled was averaged over a length of the catheter, and this force was 
divided by the weight of the sled to give a unitless value of COR 

To evaluate lubricity and durability of the coating, catheter is incubated in 
deionized water at about 37°C during testing. The COF was measured after one hour, and 
after 1, 7, 14 and 21 days. 

After one hour of incubation, the catheter of Example 1 exhibited a COF of 
0.06. Preferably the one .hour COF is between about 0.02 and about 0.15, and most 
preferably between about 0.02 and about 0.08. 

The change in COF over the 21 day period was measured to evaluate 
durability of the catheter of Example 1. In general, durability is demonstrated where the COF 
increases very little anting the 21 days of testing. The catheter of Example 1 exhibiteda 
COF of 0.08 on day 21, as compared with a one hour reading of 0.06. This was considered to 
be durable. 
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I claim: 

1. A microbe-resistant medical device comprising: 
a substrate; • 

a polymeric base coat applied to at least a portion of the substrate; 

at least one type of antimicrobial particle dispersed within in the base coat; 

and 

a polymeric over coat positioned over at least a portion of the base coat; 

wherein the polymeric over coat is dissolvable in a solvent that does not 
dissolve the polymeric base coat during application of the over coat, and wherein the 
polymeric over coat is substantially free of the antimicrobial particles. 

« 2. The microbe-resistant medical device of claim 1, wherein the substrate is a 
material selected from the group consisting of: latex; polystyrene; polyester; 
polyvinylchloride; polyurethane; ABS polymers; polyamide; polyimide; polycarbonate; 
polyacrylate; polyethylene; polypropylene; synthetic rubber, stainless steel; ceramics; 
aluminum oxide; glass and silicone. 

3. The microbe-resistant medical device of claim 1, wherein the polymeric base 
coat is selected from the group consisting of: polyurethane; polyurea; polyurethaneurea; 
acrylic copolymers; combinations thereof; and blocfc co-polymers derived therefrom. 

4. The microbe-resistant medical device of claim 1, wherem tfie antimicrobial 
particles are silver-based compounds selected from the group consisting of: silver acetate; 
silver benzoate; silver chloride; silver carbonate; silver iodate; silver iodide; silver lactate; 
silver laurate; silver oxide; silver palmitate; silver protein; silver sulfadiazine; silver 
chloride/titanium dioxide complex; silver zeolite; and other silver salts and complexes. 

5. The microbe-resistant medical device of claim 1, wherein the antimicrobial 
particles have an average particle size of up to about 100 microns. 

6. The microbe-resistant medical device of claim 1, wherein the polymeric over 
coat is selected from the group consisting of: polyurethane; polyurethaneurea; 
polyvinylpyrrolidone; polyethyene oxide; polyacrylic acid; hydroxyethylmethacrylate; 
carboxymethyl cellulose; polyvinyl alcohol; r^lyacrylamide; dextran; polysaccharides; 
starches; guar, xanthan and other gums and thickeners; collagen and gelatins. 
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7. The microbe-resistant medical device of claim 1, wherein the polymeric'base 
coat is a polyuiethane resin that is not soluble in alcohol and the polymeric over coat is an 
alcohol soluble polyvinylpyrrolidone. 

8. A microbe-resistant polymeric coating for a medical device, the coating 
comprising? 

a polymeric base coat having dispersed antimicrobial particles; and 

a polymeric over coat that is substantially free of the antimicrobial particles 
and is positioned over at least a portion of the base coat 

9. The microbe-resistant polymeric coating of claim 8, wherein the polymeric 
base coat is a polyurethane resin that will not dissolve in a solvent system containing more 
than 50% denatured ethanol. 

10. The microbe-resistant polymeric coating of claim 9, wherein the antimicrobial 
particles are silver zeolite. 

1 1. The microbe-resistant polymeric coating of claim 10, wherein the silver 
zeolite is present in the base coat at a concentration of about 40% of the combined dry weight 
of the polymeric base coat and the antimicrobial particles. 

12. The microbe-resistant polymeric coating of claim 11, wherein the over coat is 
a polyurethane that is capable of dissolving in a solvent system containing 85% denatured 
ethanol. . .. ; ........ 

13. A method of preparing a microbe-resistant medical device comprising: 
providing a medical device having a surface; 

dissolving a first polymer in a first solvent system to prepare a first polymer 

solution; 

dispersing at least one type of antimicrobial particle in the first polymer 
solution to form a base coat solution; 

applying the base coat solution to at least a portion of the surface to form a 

base coat; 

dissolving a second polymer in a second solvent system to form a second 
polymer solution; and 
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applying the second polymer solution on to at least a portion of the base coat 
such that the base coat is not dissolved during application of the second polymer solution and 
forms an over coat substantially free of the antimicrobial particles. 

14. The method of preparing a microbe-resistant medical device of claim 13, 
wherein the medical device is selected from the group consisting of: cannulas; catheters; 
condoms; contact lenses; endotracheal and gastroenteric feeding tubes as well as other tubes; 
grafts; guide wires; implant devices; IUDs; medical gloves; oxygenator and kidney 
membranes; pacemaker leads; peristaltic pump chambers; shunts; stents and sutures. 

15. The method of preparing a microbe-resistant medical device of claim 14, 
wherein the medical device is a urinary catheter. 

1 6. The method of preparing a microbe-resistant medical device of claim 13, 
wherein the base coat is applied by dip coating. 

17. The method of preparing a microbe-resistant medical device of claim 13, 
wherein the base coat is applied by spray coating. 

18. A method of overcoating a microbe-resistant medical device, the method 
comprising: 

providing a microbe-resistant medical device at least partially surrounded by a 
polymeric base coat having at least one type of dispersed antimicrobial particle; 

dissolving an over coat polymer in. a solvent system that does not dissolve the base 
coat during application of the over coat; and 

applying the dissolved over coat polymer to at least a portion the microbe-resistant 
medical device to form a base coat such that the base coat is not dissolved and the over coat 
is substantially free of the antimicrobial particles. 

19. The method of overcoating a microbe-resistant medical device of claim 1 8, 
wherein the solvent system that does not dissolve the base coat is selected from the group 
consisting of: acetone; acetonitrile; aniline; benzene; butanol; carbondisulfide; 
carbontetrachloride; chloroform; cyclohexane; dimemylacetamide; dimethylsulfoxide; 
dimethylformamide; dioxane; ethanol; ethyl acetate; ethylene glycol; hexane; isopropyl 
alcohol; methanol; methylene bromide; methylene chloride; methyl ethyl ketone; nitroethane; 
pyridine; tetrahydrofuran; tetralin; toluene; trichloroethylene and water. 
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20. The method of overcoating a microbe-resistant medical device of claim 18, 
wherein the over coat is applied by dip coating over the base coat 

21 . The method of overcoating a microbe-resistant medical device of claim 18, 
wherein the over coat is applied by spray coating over the base coat 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER 



THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 




(43) International Publication Date 
12 June 2003 (12.06.2003) 



PCT 



ifflniiniiiipinnii 

(10) International Publication Number 

WO 03/047636 A3 



(51) International Patent Classification 7 : B32B5/16, 
9/04, 27/36, 27/00, 17/06, 17/10, 13/12, 15/04, 15/08, 
27/06, 27/34, 27/08, 27/06, B05D 1/32, 1/36, 7/00, 1A8, 
A61M 1/00 

(21) International Application Number: PCT/US02/38404 

(22) InternationalFUingDate: 3 December 2002 (03.12.2002) 

(25) Filing Language: English 

(26) Publication Language: 



(30) Priority Data: 

60)336,755 



3 December 2001 (03.12.2001) US 



i (71) Applicant (Tar all designated States except US): CJL 
BARD, INC [US/US]; 730 Central Avenue, Murray Hill, 
j NJ 07974. (US). 

! (72) Inventor; and 
(75) Inventor/Applicant (for US only): TERRY, Richard, N. 

..[US/US]; 1728 Little Brook Drive, Conyers, GA 30094 
! (US). 



(81) Designated States (national): AE» AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DB.DK, DM, DZ, EC, EE, BS, PL GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MX, MN, MW, 
MX, MZ, NO, NZ, OM, PH, PL, FT, RO, RU, SC, SD, SB, 
SG, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, 
VC, VN, YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARBPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM. AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, PL FR, GB, GR, IE, IT,LU, MC, NL, PT, SB, SI, SK, 
TR), OAPI patent (BF, B J, CF, CG, CL CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG). 



Published: 

— with international search report 

(88) Date of publication of the international search report: 

2 October 2003 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



\Q (54) Title: MICROBE-RESISTANT MEDICAL DEVICE, MICROBE-RESISTANT POLYMERIC COATING AND METHODS 
t> FOR PRODUCING SAME 

© 

(57) Abstract Microbe-resistant medical devices and methods of making these medical devices are provided. A base coat is applied 
^* to at least a portion of a surface of the device. That base coat includes one or more types of antimicrobial particles that are held in 

the base coat A polymeric over coat is applied over at least a portion of the base coat The over coat may be an organic soluble 
O polymer, a water soluble polymer, a hydrogel or any other polymer capable of being coated onto a medical device. The polymer of 
p^- the over coat is dissolvable in a solvent that does not dissolve the polymeric base coat during application of the over coat The over 

coat remains free of the antimicrobial particles by not dissolving the base coat during the over coating process. 



INTERNATIONAL SEARCH REPORT ^ 

International application No. 
PCT/USOS/38404 



A. CLASSIFICATION OF SUBJECT MATTER 
IPq7) Please See Extra Sheet. 

US CL J»] ease See Extra Sheet 
According to International Patent Classification (IPC) or .to both national classification and IPC 

B, FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols} 
US. : Please See Extra Sheet 



Documentation 

Electronic data 
EAST 



searched other than i 



1 documentation to the extent that such documents are included in the fields 



base consulted during the international search (name of data base and, where practicable, search t 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


X ~- 


"US 6,296,863 Bl (TROGOLO et al.) 2 October 2001, col. 2, lines 


1-21 




62-67, col.3, lines 15-22, 65-67, col. 4, lines 1-67, col. 5, lnes 52- 






67 and col. 6, lines 31-64. 




X 


US 6,150,004 A (OKAWA et al.) 21 November 2000, col. 1, lines 


1-21 




31-50 and Figures 1-5. 





| I Further documents are listed in the continuation of Box C | | See patent family annex. 



categoric* of cited doounante; " 1 

defining the general state of the art which it not 
to be of particular relevance 

w after the mlei mttoni I fitiny date B 5C" 



of parti 



I then 
; the dri 



ding; date or priority 
otod to understand 

oncnthm cannot be 



art which may throw doubtt on priority dahn(s) or which it 
> establish the puhlication date of another citation or other 



step when the document b 



J Sing date but titer «&• 



being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
19 MAY 8003 


Date of mailing of the international search report 

19JUN2003 


Name and mailings address of the ISA/US 
Commiiikmcr of Patents and Trademarks 
BoxPCT 

Washington, D.C 80231 
Facsimile No. (703) 305-3230 


Authorized officer " " J ' 

SHEEBA AHMED 
Telephone No. (703) 308-0000 *J 



Form PCT/ISA/210 (second sheet) (July 1998)* 



INTERNATIONAL SEARCH REPORT 



International application No; 
FCT/US02/38404 



A. CLASSIFICATION OF SUBJECT MATTER: 
IPC (7): 

BS2B 5/16, 9/04, 87/36, 87/00, 17/06, 17/10, 13/12, 15/04, 15/08, 87/06, 27/34, 27/08, 87/06; B05D 1/38, l/36, 
7/00, 1/18; A81M 1/00 

A CLASSIFICATION OF SUBJECT MATTER: 
USCL : 



428/383, 388. 411.1, 412, 423.1, 424* 426, 435, 441, 446, 451. 457, 461, 473.5, 474.4, 476J, 480, 500, 515; 427/402, 
407.1, 412.1. 419.1, 430.1, 447; 604/87 

B. FIELDS SEARCHED 
Minimum do cu men tation searched 
Classification System: VS. 

428/323, 328, 41 1.1, 412, 483.1, 424* 426. 435, 441, 448, 451, 457, 461, 473.5, 474.4, 476 J, 480, 500, 515; 427/402, 
407.1, 412.1. 419.1, 430.1, 447; 604/87 



Form PCT/lSA/810 (extra sheet) (July 1996)4- 



